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PHARMACEUTICAL COMPOSITION AND USE 



Field of the Invention 

This invention relates to a composition of mefloquine and to its use in the 
5 treatment of inflammatory disorders. 
Background of the Invention . 

Mefloquine racemate (Lariam) is a known anti-malarial drug. It is typically 
formulated as a tablet comprising 250 mg of the active ingredient, to be taken 
weekly. Lariam has well known side-effects. 
10 Bates et ai, Int. Arch. Allergy Appl. Immunol. (1998) 86: 446-452, 

discloses that racemic mefloquine stimulates human neutrophil degranulation. It 
is reported that mefloquine also inhibits the function of other effector cells that 
participate in cartilage damage, and that these properties suggest utility as an 
anti-inflammatory agent. Any such utility would be compromised, in chronic 
is treatment, by the known adverse effects of Lariam, and especially in patients 
with cardiac disease. 

WO02/19994 discloses for the first time that the single enantiomer (+) - 
erythro-mefloquine is useful in the treatment of chronic conditions, and in 
particular chronic inflammatory conditions such as osteoarthritis and rheumatoid 
20 arthritis. The publication reports that the given enantiomer has greatly reduced 
side-effects. 

Inflammatory conditions have been treated with anti-TNF antibodies. It is 
known that several patients (as many as 40%) are refractory to this treatment. 
Summary of the Invention 

25 The present invention is based at least in part on the realisation that there 

is a therapeutic window that can be exploited in the treatment of inflammatory 
conditions, using (+)-erythro-mefloquine. Accordingly, a novel pharmaceutical 
composition is in the form of a unit dosage comprising 1 to 20 mg (+)-erythro- 
mefloquine, substantially free of the opposite enantiomer. This dosage form is 

30 intended to be taken daily. 
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The use of (+)-erythro-mefloquine may be particularly valuable in 
combination with an anti-TNF antibody. Accordingly, such combination therapy 
constitutes a further aspect of the present invention. 
Description of Preferred Embodiments 
5 Despite the fact that mefloquine is associated with a long half-life, the 

daily dosage proposed according to the invention reduces peaks and troughs in 
the concentration of the active material. Given this relatively uniform level of 
drug in the system of the patient being treated, the chances of successful 
therapy are increased. 
10 The dosage of the active component can be lower than has been 

associated with the administration of Lariam. The daily dosage according to the 
invention may be at least 4 mg, and is often no more than 15 mg. A relatively 
low dosage may be preferable for women. 

A desirable aspect of the present invention is the combination with anti- 
15 TNF antibodies. This complements the broad, moderate IL-I antagonist activity 
of (+)-erythro-mefloquine, and can help overcome the problems associated with 
patients who do not respond to anti-TNF therapy (as described above). 

For use in the invention, the active agent may be formulated, e.g. together 
with a carrier, excipient or diluent, and administered, by procedures that are 
20 known in the art, including those already proposed for the racemate. Suitable 
compositions will depend on the intended route of administration, which may be, 
for example, oral, topical, nasai, rectal, pulmonary, sublingual, buccal or 
transdermal. Sustained, delayed, timed or immediate release compositions may 
be used. 

25 The amount of the agent that should be administered can readily be 

determined by the skilled man, taking into account the usual factors such as the 
type of patient, the nature of the condition being treated, and the route of 
administration. The amount of enantiomer may be higher or the same as that for 
the racemate, or may be modified depending on the co-administration of other 

30 drugs. 



Conditions that may be treated include conditions involving cartilage 
destruction, inflammatory conditions and those mediated by IL-2, IL-6 and 11-8, 
e.g. rheumatoid arthritis, asthma, psoriasis, psoriatic arthritis, Crohn's disease,' 
irritable bowel syndrome and systemic lupus erythematosus. Other relevant 
conditions are ulcerative colitis, COPD and asthma. The patient may be 
disposed to CNS side-effects, and/or may be undergoing concomitant therapy 
with another drug. 

The use of (+)-erythro-mefloquine can provide the desired therapeutic 
effect, without tissue destruction, and can be safely administered at a relatively 
high dosage. The desired enantiomer of mefloquine may be in at least 50%, 
70%, 90%, 95% or 99% excess, with respect to any other. The active agent may 
be used in any active form, e.g. salt or non-salt. 
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CLAIMS 

1 . A pharmaceutical composition in the form of a unit dosage comprising 1 to 
20 mg (+)-erythro-mefIoquine, substantially free of the opposite enantiomer. 

2. A composition according to claim 1 , wherein the unit dosage comprises at 
5 least 4 mg (+)-erythro-mefIoquine. 

3. A composition according to claim 1 or claim 2, wherein the unit dosage 
comprises up to 15 mg (+)-erythro~mefloquine. 

4. A composition according to preceding claim, wherein the unit dosage is a 
tablet comprising a carrier and/or excipient. 

10 5. Use of (+)-erythro~mefloquine for the manufacture of a composition 
according to any preceding claim, for use in the treatment of an inflammatory 
condition. 

6. Use according to claim 5, wherein the condition is osteoarthritis. 

7. Use according to claim 5, wherein the condition is rheumatoid arthritis. 
15 8. Use according to any of claims 5 to 7, wherein the condition is also 

treated with an anti-TNF antibody. 

9. A product comprising (+)-erythro-mefloquine and an anti-TNF antibody, as 
a combined preparation for simultaneous, separate or sequential use in the 
treatment of an inflammatory condition. 

20 



